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Supplementary Figure S1 . LC-MS spectroscopic characterization of two isomers of probe 1. A) HPLC spectrum shows that probe 1 has two peaks with distinct retention times at a ratio of 1: 2 (1-I: 1-II) based on the peak integration; HPLC was operated on the reversed-phase C 18 (Phenomenax, 5 µm, 10 x 250 mm) column with a flow rate of 3 ml/min. B, C) MALDI-MS (B) and high resolution MS (HRMS) (C) results of the two HPLC peaks show an identical molecular weight, suggesting probe 1 exists as two possible isomers (1-I and 1-II).
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Photophysical data for the probes.
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λ em [nm] [c] 4) ; when the thiazoline ring in the probe was oxidized to thiazole, the chiral proton disappeared, and probe 1-O is stable.
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Supplementary Figure S5. (A) HPLC analysis of the macrocyclization reaction of 1-I (100 µM; bottom) and 1-II (100 µM; top) incubated in the HeLa cell lysate overnight. HPLC was operated on the reversed-phase C 18 (Dionex, 5 µm, 4.6 x 250 mm) column with a flow rate of 1 ml/min. (B) MALDI-MS analysis of the products 3-I and 3-II shows an identical molecular weight corresponding to the macrocyclized products.
S7
Supplementary Figure S6 . Nanocharacterization of as-formed Gd-nanoparticles. (A, B, and C) Dynamic light scattering (DLS) analysis of the particle-size distribution of the self-assembled macrocylized products of 1-I (A), 1-II (B), and 1-O (C) at 500 µM in water (pH 7.4) containing 2 mM TCEP. (D) EDX analysis of the formed Gd-nanoparticles in Figure 4C to confirm the presence of Gd in the nanoparticles.
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Supplementary Figure S7 . Representative plots of R 1 vs Gd concentration to determine the relaxivity of 1-I, 1-II, and 1-O in PBS solution before (blue) and after (red) activation. A series of solutions of 1-I, 1-II, and 1-O at varying concentrations (0.1, 0.2, 0.3, 0.4, and 0.5 mM) were incubated with or without TCEP (2 mM) at pH 7.4 at r.t. overnight. The resulting solutions were scanned at 0.5, 1.5 and 3 T at 37 °C using the MR protocol as described in experimental section. Signal intensity versus TI relationships were fit to the following exponential T 1 recovery model by non-linear least squares regression: SI (TI) = S 0 [1-2*exp(-TI/T 1 ) + exp(-TR/T 1 )]. Relaxation rates (R 1 ) were determined as 1/T 1 . The longitudinal relaxivites (r 1, units of mM -1 s -1 ) were determined as the slope of R 1 vs. incubation Gd concentration of each sample. The relaxivity values are summarized in Table 1 . 
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